Differences in the interaction of RU 486 and ketoconazole with the second binding site of the glucocorticoid receptor.
Ketoconazole and RU 486 are both antagonists of glucocorticoid hormone action at the target cell level. Both inhibit the binding of agonists to the receptor, although RU 486 is many-fold more potent. As reported here, ketoconazole, like all naturally occurring steroidal antiglucocorticoids, enhances the rate at which agonists dissociate from the glucocorticoid receptor. This indicates that this antiglucocorticoid interacts with the receptor at a site other than the agonist-binding site. RU 486, on the other hand, does not accelerate dissociation, suggesting that it does not interact with the putative allosteric regulatory site on the glucocorticoid receptor. Combining these findings with previous reports leads to the hypothesis that glucocorticoid antagonists can be divided into two classes: those that act through a second regulatory site on the glucocorticoid receptor and those that act by direct competition with agonists at the agonist-binding site.